We report two cases of a gastrointestinal stromal tumor (GIST) synchronous and metachronous, respectively, with pancreatic adenocarcinoma. To our knowledge, this is the first report of a GIST involved 3 years after a ductal pancreatic adenocarcinoma. Data from the literature and our cases seem to suggest that incidental GIST may occur synchronously and metachronously with other cancers more frequently than expected. Thus, the patients with a diagnosis of pancreatic adenocarcinoma may have undergone a strict follow up for GIST
Introduction
1 Gastrointestinal Stromal Tumor (GIST) is a rare neoplasm that represents about 0.1%-1.0% of all malignant neoplasms of the gastrointestinal tract (1) . Stomach and small bowel are the most frequently affected anatomic sites (2) . The literature data reported a synchronism or metachronism between GISTs and other primary cancers. However, there are few data on a possible correlation between GIST and pancreatic cancer. In this paper, we describe two patients with a synchronous and metachronous GIST, respectively, with pancreatic adenocarcinoma observed in two Liver Units in Naples.
Case Report

Case 1
In August 2010, a 63-year-old Caucasian male was admitted with a jaundice of four weeks duration and abdominal pain that lasts a week. Physical examination revealed jaundice and tenderness abdomen. The laboratory data showed a total bilirubin of 11.2 mg/dl (direct bilirubin 5.8 mg/dl), alkaline phosphatase 197 IU/l, aspartate aminotransferase (AST) 111 IU/ml and alanine aminotransferase (ALT) 183 IU/ml ( After three years, in June 2010, a routinely abdominal US showed a mass of 2 cm in celiac trunk area. The CEUS showed a mass with hypoenhancement in the arterial phase, confirmed by CT scan. After this diagnostic test, the patient underwent laparotomy surgery. An intra-operative biopsy was negative for cancer, but an intraoperative ultrasonography showed a gastric mass of 1.5 cm. During laparotomy, multiple bioptic samples were obtained with the evidence of fibrosis in the celiac area and gastric GIST. After laparotomy, the patient showed decompensation of liver cirrhosis with ascites. Due to decompensation, never resolved, the patient was not able to undergo a new surgical treatment. In April 2011 the patient died due to GIST complications.
Discussion
In this paper, we described the history of two patients showing a synchronous and metachronous GIST, respectively, with pancreatic adenocarcinoma.
It was considered as synchronous every cancer diagnosed at the same time with another malignance. It was considered metachronous every abnormal growth of tissue that followed a previous neoplasm, but was not metastases of the latter; the second malignancy may have the same or different histological type and can occur in the same or different organs as the previous neoplasm but in all cases arises from an independent oncogenic event (3). In the first case of this report (Synchronous cancer), the patient had no history of cancer or liver disease and presented to us with symptoms/signs of a cancer of the pancreatic head, such jaundice; at this time he had also an incidental diagnosis of gastric GIST. In the second case (Metachronous cancer), a diagnosis of pancreatic adenocarcinoma was made in March 2007, in the patient with dyspeptic symptoms and weight loss who also had a history of lung cancer, liver cirrhosis and type 2 diabetes; three years after, in June 2010, in a follow-up screening we find incidentally an asymptomatic gastric GIST. To our knowledge, this is the first case report of a GIST involved 3 years after a ductal pancreatic adenocarcinoma. In fact, in literature there were a few series on synchronous/metachronous GIST and other primary cancers (1, 4, 5, (6) (7) (8) . Agaimy et coworkers in a case series study of 18 patients, having GIST and other cancer types, found two pancreatic ductal carcinoma associated with gastric GIST, as our two case reports, one simultaneous and the other methacronous (after 10 months of the diagnosis of GIST) (4). Liszka et al. described three simultaneous pancreatic adenocarcinomas that were associated with GIST, and located in the small intestine (5). Other authors described the coexistence of GIST and other cancers, but no one had a pancretic adenocarcinoma (7) .
The association of GIST and adenocarcinoma raises some questions regarding the origin of both cancers. A possibility may be a common progenitor cell capable to differentiate either to mesenchymal and epithelial lineage (9): GISTs represent a mesenchymal neoplasm (2) and pancreatic adenocarcinoma represents an epithelial neoplasm. Moreover, both cancers may be due to the same, at this time unknown, toxin, as suggested in experimental models. For example, in rats, nitrosoguanidine is a tool for production of adenocarcinoma in the stomach, duodenum, jejunum, liver and mesentery (10) . However, no data are available on a potentially toxin exposure and development of GIST.
Moreover, it seems to be clinically relevant that the GIST may be asymptomatic in our patients. In fact, twenty-nine GIST in population based study in western Sweden were detected among 14,000 autopsies, suggesting an incidence of 2 per 1,000 population (11); thus, the authors suggested that the true incidence is much higher.
The data from the literature and our cases suggest that incidental GIST may occur synchronously and metachronously with other cancers more frequently than expected. Thus, the patients with a diagnosis of pancreatic adenocarcinoma may have undergone a strict follow up for GIST.
